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adding to the sample antibody molecules immunoreactive with a specific 
lipoprotein or apolipoprotei n, wherein the antibody specifically binds to a stable, 
conformation independent epitope which is uninfluenced by the lipid content : 

allowing the antibody molecules Jflme to bind to the lipoprotein or apolipoprotein 

$ 6i_ _2 in the sample; and 

determining the amount of Up6#rot^in, apolipoprotein, or lipid associated with a 
lipoprotein bound by the immo^ized/aniibody molecules. 

2. (Amended) The i^tho^p^xlaim 1 wherein the antibody molecules are 
immunoreactive with a lipoAroteij$$ selgeted from the group consisting of HDL, LDL, 
VLDL, and combinations thereof . 



6. (Amended) The 
[into] onto a solid phase mai 



mejt 



fcriaL 



rf claim 1 wherein the antibodies are immobilized 
furthgp-€omprising separating the solid phase material 



i 3 . t Amended ; l njfe method of claim 1 [for determining the concentration or air 

apolipoprotein in a biological sample] further comprising: 



sample; 



mixing an antibody immunoreactive with a specific apolipoprotein into the 

allowing the araibody to bind to the apolipoprotein in the sample, 
[immersing int© the mixture a second immobilized] adding to the mixture a 
second antiboav immunoreactive with a second, distinct epitope of the 
apolipoprotein, 

allowing Xh& second immobilized antibody to bind to the apolipoprotein, 
detecting tMe presence of the apolipoprotein bound by both antibodies, and 
determiniijg the amount of apolipoprotein bound by both antibodies. 




T5~. (Amended) The method of cj^rim 13 for determining therelaH^ratio-ef^ 
VLDL to HDL comprising 

determining the amount of^LDL in a sample based on the amount of Apo C-III 
present in the VLDL in the sample by 

providing Pan B [iprtmobilized] antibody which is characterized by an equal 
binding and high affinity for all Apo B-containing lipoproteins in human plasma, 
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providing soluble antibody immunoreactive with Apo C-III having binding affinjty 
and specificity similar to XbA 3 , / 

mixing the soluble antibody reactive with Apo C-III with the biological sample to 
form complexes between the soluble antibody and the Apo C-III containing lipoprotein 
particles, / 

[immersing] adding the immobilized Pan B antibody to the biological sample, and 

determining the amount of Apo C-III associated with Apo B/which is the amount 
of Apo C-III present in VLDL in the sample; and / 

determining the amount of HDL in a sample based on/flie amount of Apo C-III 
present in the HDL in the sample by / 

providing Apo A-I antibody immunoreactive specifically with Apo A-I having a 
binding affinity and specificity similar to AIbD 5 and/AIbE^, 

providing soluble antibody immunoreactive' with Apo C-III having binding affinity 
and specificity similar to XbA 3 , / 

mixing the soluble antibody reactiveywith Apo C-III with the biological sample to 
form complexes between the soluble antijrody and the Apo C-III containing lipoprotein 
particles, / 

immersing the immobilized amti-Apo A-I antibody into the biological sample, and 

determining the amount of Apo C-III associated with Apo A-I, which is the 
amount of Apo C-III present in HDL in the sample. 

16. (Amended) The method of claim 13 for determining the relative ratio of 
VLDL to HDL comprising 

determining the amount of VLDL in a sample based on the amount of Apo E 
present in the VLDL in the sample by 

providint/[immobilized] Pan B antibody which is characterized by an equal 
binding and high affinity for all Apo B-containing lipoproteins in human plasma, 

providing a mixture of soluble antibody immunoreactive with Apo E having 
binding ifffinity and specificity similar to EfBj which binds to Apo E associated 
predominantly with VLDL and soluble antibody immunoreactive with Apo E having 
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binding affinity and specificity similar to EfD 3 which binds to Apo E associated/ 
predominantly with HDL, / 

adding the mixture of soluble antibodies reactive with Apo E to ther biological 
sample to form complexes between the soluble antibodies and Apo E containing particles, 

immersing the immobilized Pan B antibody into the biological /ample, and 

determining the amount of Apo E associated with Apo B which is the Apo E 
present predominantly in VLDL in the sample; and / 

determining the amount of HDL in a sample based on the amount of Apo E 
present in the HDL in the sample by / 

providing [immobilized] Apo A-I antibody immunorpctive specifically with Apo 
A-I having a binding affinity and specificity similar to AJ¥D 5 , 

providing a mixture of soluble antibody immunoreactive with Apo E having 
binding affinity / 

and specificity similar to EfBx, which binds to Apo E predominantly associated with 
VLDL, and soluble antibody immunoreactive with/Apo E having binding affinity and 
specificity similar to EfD 3 , which binds to Apo E predominantly associated with HDL, 

adding the mixture of soluble antibodies/ reactive with Apo E to the biological 
sample to form complexes between the soluble antibodies and Apo E containing particles, 
and / 

determining the amount of Apo E associated with Apo A-I, which is the amount of 
Apo E present in HDL in the sample. / 

17. (Amended) The method of claim 13 for determining the relative ratio of 
LP A-I and LPA-II lipoprotein particles comprising 

providing [immobilized] ami-Apo A-I antibody immunoreactive specifically with 
Apo A-I having a binding affinity and specificity similar to AIbD 5; , 

providing [immobilize^] anti-Apo A-II antibody immunoreactive specifically with 
Apo A-II having a binding Affinity and specificity similar to CdB 5 ; 

mixing the soluble/anti-Apo A-I antibody having a binding affinity and specificity 
similar to AlbEj to foim complexes with both LP A-I and LPA-I:AII; 
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immersing the [immobilized] anti-Apo A-I antibody into the biological sample - 
determining the quantity of Apo A-I associated with both LP A-I and LPA-II lipppfbtein 
particles; 

immersing the [immobilized] anti-Apo A-II antibody intp^tfie biological sample and 
determining the quantity of Apo A-I associated with (Jie-*EPA-I:AIL 

18. (Amended) A composition for determining the concentration of a lipoprotein, 
apolipoprotein, or lipid associated wjth^specific lipoprotein in a biological sample 
comprising: 

a solid phase jjiaterial having immobilized thereon antibody molecules specifically 
immunoreactiY^^ith a specific lipoprotein or apolipoprotei n, wherein the antibody 
specif icalftT binds to a stable, conformation independent epitope which is uninfluenced by 
content. 



the 



Uipid 



"relative rfttitToF" 




30. (Amended) The composition of claim 18 for determi 
LP A-I and LPA-II lipoprotein particles comprising 

immobilized Apo-A-I antibody^wMcnbinds Apo A-I lipoproteins in human plasma 
having a binding affinitji^and^ecificity [similar to] with Apo AIbD 5 ; and 

fized Apo A-II antibody immunoreactive specifically with Apo A-II having 
Hiding affinity and specificity similar to CdB 5 . 

31. (Amended) A method for making a composition [for deterpiiriBgme 
concentration of a specific lipoprotein, an apolipoprotein, or lipi^a^sociated with a 
specific lipoprotein, in a biological sample] compr 

immobilizing on a solid phase material aoti^ciV molecules immunoreactive with a 
specific lipoprotein or apolipoprotein, ^JjgjjSn^Qie\ahtibody molecules are selected from 
the group consisting of monoclojjaHuitibodies, recombinant antibodies, and fragments 
thereo f, and wherein the antibody has a binding affinity of at least 10 9 for a stable. 



Ple^^cancel claims 32-39 and replace with the following claims 32-44: 




conformation independent epitope which is uninfluenced by the lipid content . 
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32. A method for making a composition for determining the concentration of, 
specific lipoprotein, an apolipoprotein, or lipid associated with a specific lipoprotein, in a 
biological sample comprising 

immobilizing on a solid phase material antibody moleculejHmmunoreactive with a 
specific lipoprotein or apolipoprotein, wherein>e-aii^p^nolecules are selected from 
the group consisting of monoclonal antibodies, res^Mbinant antibodies, and 
fragments thereof, and wherein the anAo^iyspecifically binds to a stable, 
conformationindependent epitopewhich is uninfluenced by the lipid content. 

33. The method^according to claim 32 wherein the antibody molecule is 
specifically immunpfeactive with LDL. 

34. ^fhe method of claim 32 wherein the apolipoprotein is selected from the 
grojag^onsisa ng o f Apo A - 1, Apu A H, Apo fl, Apo C-TTT , an tLApo E. 

,35. An antibody molecule specifically immunoreactive with LDL that does not 
significantly cross-react with other lipoproteins in whole blood, blood plasma or blood 
serum, wrierein the molecule is selected from the group consisting of monoclonal 
antibodies, recombinant antibodies, and fragments thereof and wherein the antibody 
specifically bind\to a stable, conformation independent epitope which is uninfluenced by 
the lipid content. 

36. The antibody molecule of claim 35 wherein the antibody is the anti-LDL 
monoclonal antibody produced by the hybridoma cell line HB 3 cB 3 ATCC designation 
number HB 11612. 

37. The antibody inolecule of claim 35 wherein the antibody is a recombinant 
anti-LDL RcB^^ ATCC designation number 69602. 

immobilized tqa_ 



Thft antih 



39. 



"Oi clarrr 

The antibody molecule\)fclaii 



Serein the support is a resin for 
purification of apolipoprotejn.Oipo^^Wor hpid associated therewith. 
40. A-ifiethod for purifying an apolipoprotein comprising 
-feasting a solution containing apolipoprotein with an immobilized antibody selected 
"fronutha 
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group consisting of the anti-LDL monoclonal antibody produced by ^ne hybridoma cell 
line HB 3 cB 3 

ATCC designation number HB 11612 and the anti-LDL Ifc^MjJ^ recombinant antibody 
^ ATCC designation number 69602. 



lhe method uf ciaim-42~whgrein binding of the second antibody forms a 




^precipitate of the antigen and both bound antibodies which/6an be^ctetes tedjn s olut ion. 



42. The method of claim 1 for detennining/the relative ratio of LDL to HDL 
comprising 

adding to the sample antibody moleetiles immftnoreactive with low density 
lipoprotein and not cross-reactive witJj/nigh density/lipoprotein and determining the 
amount of low density lipoproteii 

adding to the sample antibody molecules Immunoreactive with high density 
lipoprotein and not cross-^active with low dei^sity lipoprotein and determining the 
amount of high dens ipr lipoprotein; and 

determininfi/the ratio of the amount (jff low density lipoprotein with the amount of 
high density lindprotein. 

43. The method of claim 41 wlierein the anti-low density lipoprotein antjboay 
is selected from the group consisting HB 3 cB 3 and recombinant RcB 3 M 1 D 4 antibodies. 

44. The method of claim 43 wlierein the method comprises 

(a) determining the amount of low density lipoprotein ijjxafsample by 

providing immobilized anti-LDL antibodies^ 

\ / 
providing soluble labelled aiui-Apofir at 

mixing the soluble anti-Apofe^ti^b^ in the biological sample to form complexes 
between the soluble antibody andAhe Afx)B containing lipoprotein particles, 

determining the amountjtf^ApoB captured by the immobilized antibody to calculate 
the amount of LDL, 

(b) detenninpjfthe amount of high density lipoprotein in a sample by 
providipg immobilized anti-ApoA-I antibody having a binding affinity and 

specificity / ^imilar to AIbL 5 , 
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providing soluble labelled antibody having a binding affinity and specificity^knilar 

to AlbEj, ^^^^ — ~~~~ 

mixing the soluble antibody reactive wito<^p^^jfl-dle biological sample to form 

complexes between the soluble antibody^iKfliteApoA-I in lipoprotein particles, 

determining the amount of^CpoA-I captured by the immobilized antibody and 

calculating the amount of^HDL from the amount of ApoA-I, and 
(c) calculatmg'the ratio of LDL to HDL. 



Respectfully submitted, 




Patrfea L. Pabst 
Reg. No. 31,284 



Date: 24 December 1996 

ARNALL GOLDEN & GREGORY 
2800 One Atlantic Center 
1201 West Peachtree Street 
Atlanta, Georgia 30309-3450 
404/873-8794 
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OMRF143 CIP(2) 
Pending Claims 

1 . A method for determining the concentration of a specific lipoprotein, an 
apolipoprotein, or lipid associated with a specific lipoprotein, in a biological sample 
comprising: 

adding to the sample antibody molecules immunoreactive with a specific 
lipoprotein or apolipoprotein, wherein the antibody specifically binds to a stable, 
conformation independent epitope which is uninfluenced by the lipid content; 

allowing the antibody molecules time to bind to the lipoprotein or apolipoprotein 
in the sample; and 

determining the amount of lipoprotein, apolipoprotein, or lipid associated with a 
lipoprotein bound by the immobilized antibody molecules. 

2. The method of claim 1 wherein the antibody molecules are immunoreactive 
with a lipoprotein selected from the group consisting of HDL, LDL, VLDL, and 
combinations thereof. 

3. The method of claim 2 wherein the antibody is selected from the group 
consisting of monoclonal antibodies, recombinant antibodies, and antibody fragments. 

4. The method of claim 3 wherein the antibody is the anti-LDL monoclonal 
antibody produced by the hybridoma cell line HB 3 cB 3 ATCC designation number HB 
11612. 

5 . The method of claim 3 wherein the antibody is a recombinant anti-LDL 
ReBsM^ ATCC designation number 69602. 

6. The method of claim 1 wherein the antibodies are immobilized onto a solid 
phase material, further comprising separating the solid phase material containing the 
immobilized antibody molecules from the biological sample. 

7. The method of claim 1, wherein the amount of lipoprotein, apolipoprotein 
lipid is determined by staining of the material bound to the immobilized antibody using a 
lipid stain. 

8. The method of claim 7 wherein the immobilized antibodies are immersed 
into the biological sample and the lipoprotein lipid is stained prior to immersing the 
immobilized antibodies. 

9. The method of claim 8 further comprising antibody immunoreactive with 
apolipoprotein which is coupled to a protein stain and used to stain lipoprotein in the 
sample, prior to immersing into the sample the immobilized antibodies which then bind to 
the stained antibody-bound apolipoprotein. 

10. The method of claim 1 wherein the apolipoprotein is selected from the group 
consisting of Apo A-I, Apo A-II, Apo B, Apo C-III, and Apo E. 

11. The method of claim 1 wherein the biological sample is selected from the 
group consisting of blood, plasma, and serum. 

12. The method of claim 1 wherein the assay is a turbidimetric assay. 
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13. The method of claim 1 further comprising: 

mixing an antibody immunoreactive with a specific apolipoprotein into the 

sample; 

allowing the antibody to bind to the apolipoprotein in the sample, 
adding to the mixture a second antibody immunoreactive with a second, 
distinct epitope of the apolipoprotein, 

allowing the second immobilized antibody to bind to the apolipoprotein, 
detecting the presence of the apolipoprotein bound by both antibodies, and 
determining the amount of apolipoprotein bound by both antibodies. 

14. The method of claim 13 wherein the apolipoprotein is apolipoprotein Apo 

B-100. 

15. The method of claim 13 for determining the relative ratio of VLDL to HDL 
comprising 

determining the amount of VLDL in a sample based on the amount of Apo C-III 
present in the VLDL in the sample by 

providing Pan B antibody which is characterized by an equal binding and high 
affinity for all Apo B-containing lipoproteins in human plasma, 

providing soluble antibody immunoreactive with Apo C-III having binding affinity 
and specificity similar to XbA 3 , 

mixing the soluble antibody reactive with Apo C-III with the biological sample to 
form complexes between the soluble antibody and the Apo C-III containing lipoprotein 
particles, 

adding the immobilized Pan B antibody to the biological sample, and 

determining the amount of Apo C-III associated with Apo B, which is the amount 
of Apo C-III present in VLDL in the sample; and 

determining the amount of HDL in a sample based on the amount of Apo C-III 
present in the HDL in the sample by 

providing Apo A-I antibody immunoreactive specifically with Apo A-I having a 
binding affinity and sp 
ecificity similar to AJbD 5 and AlbEj, 

providing soluble antibody immunoreactive with Apo C-III having binding affinity 
and specificity similar to XbA 3 , 

mixing the soluble antibody reactive with Apo C-III with the biological sample to 
form complexes between the soluble antibody and the Apo C-III containing lipoprotein 
particles, 

immersing the immobilized anti-Apo A-I antibody into the biological sample, and 
determining the amount of Apo C-III associated with Apo A-I, which is the 
amount of Apo C-III present in HDL in the sample. 

16. The method of claim 13 for determining the relative ratio of VLDL to HDL 
comprising 

determining the amount of VLDL in a sample based on the amount of Apo E 
present in the VLDL in the sample by 
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providing Pan B antibody which is characterized by an equal binding and high 
affinity for all Apo B-containing lipoproteins in human plasma, 

providing a mixture of soluble antibody immunoreactive with Apo E having 
binding affinity and specificity similar to EH*! which binds to Apo E associated 
predominantly with VLDL and soluble antibody immunoreactive with Apo E having 
binding affinity and specificity similar to EfD 3 which binds to Apo E associated 
predominantly with HDL, 

adding the mixture of soluble antibodies reactive with Apo E to the biological 
sample to form complexes between the soluble antibodies and Apo E containing particles, 

immersing the immobilized Pan B antibody into the biological sample, and 

determining the amount of Apo E associated with Apo B which is the Apo E 
present predominantly in VLDL in the sample; and 

determining the amount of HDL in a sample based on the amount of Apo E 
present in the HDL in the sample by 

providing Apo A-I antibody immunoreactive specifically with Apo A-I having a 
binding affinity and specificity similar to AIbD 5 , 

providing a mixture of soluble antibody immunoreactive with Apo E having 
binding affinity 

and specificity similar to EfBj, which binds to Apo E predominantly associated with 
VLDL, and soluble antibody immunoreactive with Apo E having binding affinity and 
specificity similar to EfD 3 , which binds to Apo E predominantly associated with HDL, 

adding the mixture of soluble antibodies reactive with Apo E to the biological 
sample to form complexes between the soluble antibodies and Apo E containing particles, 
and 

determining the amount of Apo E associated with Apo A-I, which is the amount of 
Apo E present in HDL in the sample. 

17. The method of claim 13 for determining the relative ratio of LP A-I and LPA- 
II lipoprotein particles comprising 

providing anti-Apo A-I antibody immunoreactive specifically with Apo A-I having 
a binding affinity and specificity similar to AIbD 5; , 

providing anti-Apo A-II antibody immunoreactive specifically with Apo A-II 
having a binding affinity and specificity similar to CdB 5 ; 

mixing the soluble anti-Apo A-I antibody having a binding affinity and specificity 
similar to AlbE2 to form complexes with both LP A-I and LP A-I: All; 

immersing the anti-Apo A-I antibody into the biological sample and determining 
the quantity of Apo A-I associated with both LP A-I and LP A-II lipoprotein particles; 

immersing the anti-Apo A-II antibody into the biological sample and determining 
the quantity of Apo A-I associated with the LPA-I:AII. 

18. A composition for determining the concentration of a lipoprotein, 
apolipoprotein, or lipid associated with a specific lipoprotein in a biological sample 
comprising: 
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a solid phase material having immobilized thereon antibody molecules specifically 
immunoreactive with a specific lipoprotein or apolipoprotein, wherein the antibody 
specifically binds to a stable, conformation independent epitope which is uninfluenced by 
the lipid content. 

19. The composition of claim 18 further comprising a solid support to which 
the solid phase material is attached to form a dipstick. 

20. The composition of claim 18 wherein the antibody is selected from the 
group consisting of monoclonal antibodies, recombinant antibodies, and antibody 
fragments. 

21. The composition of claim 18 wherein the antibody is the anti-LDL 
monoclonal antibody produced by the hybridoma cell line HB 3 cB 3 ATCC designation 
number HB 11612. 

22. The composition of claim 18 wherein the antibody is a recombinant anti- 
LDL RcB3M!D4 ATCC designation number 69602. 

23. The composition of claim 18 further comprising a solution containing 
molecules of a second soluble antibody immunoreactive with a second distinct epitope of 
the lipoprotein or apolipoprotein which is immunoreactive with the antibody molecules 
immobilized on the solid phase material. 

24. The composition of claim 18 wherein the antibody molecules are 
immobilized to the solid phase material using avidin-biotin complexes. 

25. The composition of claim 19 further comprising at least one internal 
standard comprising a known amount of a particular lipoprotein, lipoprotein lipid, or 
apolipoprotein immobilized on the solid phase material. 

26. The composition of claim 18 wherein the solid phase material is selected 
from the group consisting of nitrocellulose, polyvinylidene 

difluoride, partially acid-hydrolyzed nylon, polystyrene, polypropylene, and paper. 

27. The composition of claim 18 wherein the apolipoprotein is selected from 
the group consisting of Apo A-I, Apo A-II, Apo B, Apo C-III, and Apo E. 

28. The composition of claim 18 for determining the relative ratio of VLDL to 
HDL comprising 

immobilized Pan B antibody which is characterized by an equal binding and high 
affinity for all Apo B-containing lipoproteins in human plasma, 

soluble antibody immunoreactive with Apo C-III having binding affinity and 
specificity similar to XbA 3 , 

immobilized Apo A-I antibody immunoreactive specifically with Apo A-I having a 
binding affinity and specificity similar to AIbD 5 and AlbE^, and 

soluble antibody immunoreactive with Apo C-III having binding affinity and 
specificity similar to XbA 3 . 

29. The composition of claim 18 for determining the relative ratio of VLDL to 
HDL comprising 

immobilized Pan B antibody which is characterized by an equal binding and high 
affinity for all Apo B-containing lipoproteins in human plasma, 
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a mixture of soluble antibody immunoreactive with Apo E having binding affinity 
and specificity similar to EfBj which predominantly binds to Apo E associated with 
VLDL and soluble antibody immunoreactive with Apo E having binding affinity and 
specificity similar to EfD 3 which predominantly binds to Apo E in HDL, 

immobilized Apo A-I antibody immunoreactive specifically with Apo A-I having a 
binding affinity and specificity similar to AIbD 5 , and 

a mixture of soluble antibody immunoreactive with Apo E having binding affinity 
and specificity 

similar to EfBj which binds to Apo E predominantly associated with VLDL and soluble 
antibody immunoreactive with Apo E having binding affinity and specificity similar to 
EfD 3 which predominantly binds to Apo E in HDL. 

30. The composition of claim 18 for determining the relative ratio of LP A-I 
and LPA-II lipoprotein particles comprising 

immobilized Apo- A-I antibody which binds Apo A-I lipoproteins in human plasma 
having a binding affinity and specificity with Apo AIbD 5 ; and 

immobilized Apo A-II antibody immunoreactive specifically with Apo A-II having 
a binding affinity and specificity similar to CdB 5 . 

31. A method for making a composition comprising 

immobilizing on a solid phase material antibody molecules immunoreactive with a 
specific lipoprotein or apolipoprotein, wherein the antibody molecules are selected from 
the group consisting of monoclonal antibodies, recombinant antibodies, and fragments 
thereof, and wherein the antibody has a binding affinity of at least 10 9 for a stable, 
conformation independent epitope which is uninfluenced by the lipid content. 

32. A method for making a composition for determining the concentration of a 
specific lipoprotein, an apolipoprotein, or lipid associated with a specific lipoprotein, in a 
biological sample comprising 

immobilizing on a solid phase material antibody molecules immunoreactive with a 
specific lipoprotein or apolipoprotein, wherein the antibody molecules are selected from 
the group consisting of monoclonal antibodies, recombinant antibodies, and 
fragments thereof, and wherein the antibody specifically binds to a stable, 
conformationindependent epitope which is uninfluenced by the lipid content. 

33. The method according to claim 32 wherein the antibody molecule is 
specifically immunoreactive with LDL. 

34. The method of claim 32 wherein the apolipoprotein is selected from the 
group consisting of Apo A-I, Apo A-II, Apo B, Apo C-III, and Apo E. 

35. An antibody molecule specifically immunoreactive with LDL that does not 
significantly cross-react with other lipoproteins in whole blood, blood plasma or blood 
serum, wherein the molecule is selected from the group consisting of monoclonal 
antibodies, recombinant antibodies, and fragments thereof and wherein the antibody 
specifically binds to a stable, conformation independent epitope which is uninfluenced by 
the lipid content. 
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36. The antibody molecule of claim 35 wherein the antibody is the anti-LDL 
monoclonal antibody produced by the hybridoma cell line HB 3 cB 3 ATCC designation 
number HB 11612. 

37. The antibody molecule of claim 35 wherein the antibody is a recombinant 
anti-LDL RcB^^ ATCC designation number 69602. 

38. The antibody molecule of claim 35 immobilized to a solid support. 

39. The antibody molecule of claim 38 wherein the support is a resin for 
purification of apolipoprotein, lipoprotein, or lipid associated therewith. 

40. A method for purifying an apolipoprotein comprising 

reacting a solution containing apolipoprotein with an immobilized antibody selected 
from the 

group consisting of the anti-LDL monoclonal antibody produced by the hybridoma cell 
line HB 3 cB 3 

ATCC designation number HB 11612 and the anti-LDL RcBsM^ recombinant antibody 
ATCC designation number 69602. 

41. The method of claim 12 wherein binding of the second antibody forms a 
precipitate of the antigen and both bound antibodies which can be detected in solution. 

42. The method of claim 1 for determining the relative ratio of LDL to HDL 
comprising 

adding to the sample antibody molecules immunoreactive with low density 
lipoprotein and not cross-reactive with high density lipoprotein and determining the 
amount of low density lipoprotein; 

adding to the sample antibody molecules immunoreactive with high density 
lipoprotein and not cross-reactive with low density lipoprotein and determining the 
amount of high density lipoprotein; and 

determining the ratio of the amount of low density lipoprotein with the amount of 
high density lipoprotein. 

43. The method of claim 41 wherein the anti-low density lipoprotein antibody 
is selected from the group consisting HB 3 cB 3 and recombinant RcB^^ antibodies. 

44. The method of claim 43 wherein the method comprises 

(a) determining the amount of low density lipoprotein in a sample by 
providing immobilized anti-LDL antibodies, 

providing soluble labelled anti-ApoB antibodies, 

mixing the soluble anti-ApoB antibody in the biological sample to form complexes 
between the soluble antibody and the ApoB containing lipoprotein particles, 

determining the amount of ApoB captured by the immobilized antibody to calculate 
the amount of LDL, 

(b) determining the amount of high density lipoprotein in a sample by 
providing immobilized anti-ApoA-I antibody having a binding affinity and 

specificity similar to AIbD 5 , 

providing soluble labelled antibody having a binding affinity and specificity similar 
to AlbEj, 



392805.1 



-14- 



OMRF143 CIP2 



m 



International Application No. PCT/US95/08331 
International Filing Date: 30 June 1995 
PRELIMINARY AMENDMENT 



mixing the soluble antibody reactive with ApoA-I in the biological sample to form 
complexes between the soluble antibody and the ApoA-I in lipoprotein particles, 

determining the amount of ApoA-I captured by the immobilized antibody and 
calculating the amount of HDL from the amount of ApoA-I, and 

(c) calculating the ratio of LDL to HDL. 
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